Cytokine release syndrome (CRS) following treatment with tebentafusp, a novel bispecific TCR-anti-CD3 directed against gp100, in patients with advanced melanoma
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50 of 84 patients (60%) were determined by Sponsor to have experienced any grade CRS (Table 4) Increased body temperature began within a few hours of tebentafusp administration in patients Most CRS episodes conservatively managed Consistent with the hypothesized mode of action (supported by preclinical data), transient increases in
BaCkgrOU nd identified as experiencing CRS following dose 1 (Figure 5) Grade 2 and 3 CRS episodes treated with intravenous fluid (IVF), corticosteroids, and supplemental peripheral cytokines occurred within hours of tebentafusp administration, and tended to be greater

: : oxveen as needed (Table 6 in patients with higher grade CRS (Figure 9)
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Figure 5. Mean change from baseline body temperature over time following dose 1

ImMmTAC® (immune-mobilizing monoclonal T cell receptor [TCR] against cancer) molecules are bispecific . . - . . - .
fusion proteins with an effector end consisting of an affinity-enhanced TCR, which is engineered to Table 1. Baseline demographics and characteristics ‘ (N=84) N (%) Most common AE Table 6. Treatment medication in patients experiencing CRS Figure 9. Patients experiencing CRS following tebentafusp dose tended to show greater
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IMCgp100-01 was a multi-center, Phase I/1l, open-label, dose-finding study to assess the safety, 3 * Hypotension requiring high-dose or multiple vasopressors CRS episodes most commonly occurred after the first dose, with decreased frequency and severity after . . . . N
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84 HLA-A*02-positive patients with advanced melanoma received tebentafusp . Grade 4 transaminitis CRS episodes typically of short duration (Figure 6) SLD: sum of the longest diameters. Without mandatory corticosteroid pretreatment, CRS generally low grade, reversible with standard
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The study assessed a weekly and daily dosing regimen for tebentafusp (Figure 2) Life-threatening symptoms Figure 4. Number of distinct CRS episodes after first 4 doses: Arm 1 Figure 8. Occurrence of any Grade CRS not associated with age, absolute lymphocyte initial doses, and infrequently led to discontinuation
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Hvpoxia 3 (4) 0 (O) Grade 3 CRS episodes were 3, 4, and 16 days in duration. The 16 day episode occurred in a patient with mucosal melanoma, extensive pulmonary metastases, Safet.y and efflcacy ha-ve not been established. COpIES of this pOSter
yp Patients could experience a distinct CRS episode as identified by Sponsor after more than 1 dose gg:ﬁ,ggg esmphysema who developed 1 day of fever and hypotension the day of tebentafusp administration as well as respiratory distress, which resolved Patients grouped by overall (highest) grade of CRS, in terms of baseline a) age, b) SLD of target tumors and c) absolute lymphocyte count. Box plots represents obtained th rough QUICk Response (Q R) Code ar.e for personal use
Arm 2 received tebentafusp once daily x 4 days every 3 weeks CRS 2(2) 1(1) All 3 episodes of Grade 3 CRS occurred after the first tebentafusp dose One grade% &:RS episode not captured in figure 6 had fever of 22 days reported duration. first and third quartile with median indicated; whiskers represent upper and lower adjacent values. only and may not be reproduced without permission from SITC and
UM: uveal melanoma No episodes of >Grade 2 CRS occurred after the third dose in Arm 1 Events of nausea, fatigue, headache, myalgia, malaise, and dehydration could be ongoing to consider an episode resolved. ALC: absolute lymphocyte count. the author of this poster.
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